PCT 



m 
m 




9604902A1 



(51) SK$#§T#S6 

A61K 31/195, 47/16, 47/30, 47/10, 
9/08, 9/06, 9/70 



(2i) m&mm&* 



Al 



(11) HR^K#* 

(43) ®8%&m a 



PCT/JP95/01576 
1995*E*M* 8(08.08.95) 



1 (»)tf4fe*^-^ 

W206139 1994^8^ 9 B (09.08,94) jp 

KjZ^V: V A 7(TSUMURA & CO.)ppyjp] 

C72) ; * J:t5 Tokyo, (JP) 

(75)£9l#/w*A (#bicov*T(d*) 

B§4S&;£(SEK1NE, Takju*i)pp/JP] 
*S^J&(OHTSUBO, Eji){JP/JP] 
:*:S&— (OTA, Shimchi)[jp/jp] 
^H^^OSHDCAWA, K*ruyuki)[jpyjp] 
T 300-11 X&&ffi&WWflB T '£ m5S6 
&3Z£tt ( >A7^ Ihanki, (JP) 



WO96/04902 
1996^2^22 5(22.02.96) 



(«) 



XWe : COMPOSITION OF EXTERNAL PREPARATION 



(74) ftSA ~ 
#S± 'hfFm^ONC^Nobrio) 

#fflSKt^U6Pg Tokyo, (JP) 

(8i) mzm 



(54) */B*y*a^ 

(57) Abstract 



(5 7) ®& 



PCT£S4t 
A L TA^<- T 
AM TA>A=lT 
AT t-^M7 
AU t-*h7j!7 
AZ T-gyW<-< 
B B s<*s<Kx 
BE ^A-^— 
BF r T y 
BG 7A*1St)T 
B J 

BR 79&Ar 
BV -<7A — > 
CA 

cf «P*r 7 yj&^fcjg 

CG 3^=f*- 

CH **f * 
CI ' 
CM *As—> 

CN 4>B 

D E K-f y 



^MftMMmH^i,, n-itPCTWiMmfc»ttiim^ir 

LS K 
LT nr=7 
LU *9±y-ffi,tf 

MC 

MD K'< 

MG -rfTiSxtA, 

MK v^K^rtBa.-^ 

ML *%*<r*** 
MN 

MR 9 9 =-T 

MW ^?*-< 
MX 

NE =2?^a- 
NL 

NO /yu^i— 

PL tf-yv K 



DK 7>^>-? 

EE ^*h=T 

ES > 

F I 7^y?yK 

FR 75>^ 
GA 
GB 

* = T 

H* 

— T 

/MP**:/ 

ss 



GE 
GN 
GR 
HU 
I E 
I S 
I T 




RO A — ~r—T 

SE ^ 
S G 

SI Xn^ x -7 

In S*fe* T *™ 

fir— K 



s z 

TD 
TG 
TJ 
TM 
TR 
TT 
UA 
UG 
US 
UZ 
VN 



WO 96/04902 



PCT/JP9S/01S76 



1 

m m m 

ft m m m & vb 

10 

If IS 

?*P7it»;i'l!)*iStt(6t65J!^D7it^l« USA ( 
20 KSt,l:itt5K&tfa#<fffcn-rf ft. 09 A tf , ft H B 6 2 



r 



20 



25 



WO 96/04902 

2 

L * * © T-fct& ^ o t7c 3Ef-SK 
**. #HIS6 3- 9 j 3 , 8 ^ 

* * © n 



WO 96/04902 

PCT/JP95/D1576 



3 



10 



15 



ft*. *^^ Ma „ c ^^ 55a857 ^ D 



***** * ^^^^^iD 



WO 96/04902 



PCT/JP95/01576 



4 

-^75 K6DX^Ui/3f^1f>f KflUDti: Lttt. £ *l 6 fc & CD 
10 **BJi©*«&fflfifc1&©S3KoD-0!li;LTtt, « « * K flg fl& B 

s dd m * no * . J3fS<DK3i tt s^^tf^tf^nso 
«©££«**. o .o 5 mix «k x> £ a> < * t , 

ttiD«&©E-&««, *©^§f-#, *$&«E©fl-fl!ai«&fiB® ©M* C*t 
L» 0.0 1~1 OliXIStSiiiCi^tSIti'Jff I 

Bf»^r;P^n-;i/T5 K © E •& M 4 1 » 0.0 im*%«tO'&iJ>!Q: 
25 < & 3 i: , 5^i'D7iti'Sfett?(Dl(0SiS4 I fiTl/. 101 

*fcj;$fc#<&5i:*»ja*e©i«a#£t.5o 



WO 96/04902 



PCT/JP9S/01576 



5 

— #38!B©fl.J8 3.|j£fi£!B3CDpHtt, pH7~9T-feSZ:t^ 
»H<, pH7.5~8.5fS3:ttf»l:jf$l^, pH7i 

tt(Stf??n7it?i:fto. H-mtnm®®* cam u u * s i: 

5 t> -5 Rfl H # £ , pH9J:9fea<i!t5t, ^^n7^^-^©*^ 
fflsEiOpHCHfitt^ fltl5KS?r;u*D — K © Ss JD * £ 

m m -r *i tr i ^ *» „ & te ©pHaifijpjs^jn-rsc:i:c«k»j, n s 

^©tt»tt4!S*&S 0 w©«*ttaS»?CDe»li:L.Ttt, * * 
^*^/Hr./H3-xxtt # y r * V Wt & fz & * a> mm ^ 

20 #;i/it?*$'tf^.n,#ijv-xtt*©is», r;i/^>i8x «: * © *S JS , 
t )i> * > m? a X is > ir v zi - )u si x t- >v . # h t>, t: K a * » 

D*s/oi^;nr^n-^, i^^-t^n-x, * ? ^ -b ;na - x , 
* y if x a- r ;i» 3 — ;b , # y e ^ ;u tr d y k > „ n - tr .=. ;p r -b h 

25 h - # l) ? - , sKyhfrLA/^^^yu-h. * ij i f u > y ij r 



WO96AM902 



PCT/JP95/D1S76 



10 



15 



20 



25 



6 

35> flff y ju a — ju : 

*««°***M»«>«l,tt + „ atl , |(|s> ,, H7 
y „ t „ v , y * eh _„, 

& « in ft ; 

•(tii«* ! «, »,««. x - 

"*«"• •*«« ,* = . ft , 

-fe * y - ;i, x X f 7 y fl' T .fl/ n — tl, 4, , 

Sft * * > ^ *» * ft* {f & A ^ o 

■■■*«*"H'9A»*»lf» <l ,. 



WO 96/04902 PCT/JP9S/01576 



P H ffl B5 8J : 

pHiBgssitbTtt, rase, n>i, wji, & is , « & . 
uvffi* si. ^v^K. * a <b * h y * a , r > ^ 

y ;i/ 7 * n - ;i/ , *u-f*7*3-*. * p?*;-*, 

10 5 u^f>»-f yrn 7>?tfi'l?^ V7a i;*, t^f > 

u a — » % + « b or » h u y y -t u k . if ?.n«„ 

a <b jn : 

Si x * * *y **5'x^ i/>v;nf^>iiiSBi^f ^. # y 

20 tf & ft5. 

i» m M : 

(» JS JW L T tt , > ;u n ^ ^ > . ^ ^ ;p /\- ^ ^ > . 7"Dtr;»//'C 
•7^>^(D/^7^>3a. ^ > 7 ^ 3 - ;i/ , t&it'<>-*f)i'3~'5 



WO 96/04902 



PCT/JP95/01576 



8 



*« l tt. 2t «, l <, o,. BOillclMti 

feB "^ °-° 



s t II 1 

n - * a >ag 
( ili JS2 ) 



• 



WO 96/04902 PCT/JP95/01576 

g 

5»>y>8s?x^>> — jut k ^ 2.0 

tKn^^7"Dtf;u-t;un-x 0.5 

y J\f n y ^ F.-68 1.0 

7nti/y^y 3 -;i. 2.0 

5 -/v^^ry.n/T^/a-;!/ 5.0 

# * ^ > > 0.5 
^ 9- )V /\ ^ ^ > 
7" n bf ;b r< ^ ^ > 
— s SS 2fc : 8 6 . ft 

10 * st 10 0.0 

( K ) 

75 *s e K f * . dtitfscDSfti»i*ini*T 

v> h > =f - g >*?j;^^_ T3 oo kg/cm s -C5l=]«UI 



15 



0.15 
0.0 5 



m m m 2 

W JH 

20 ( ffl Jff ) 

?>D7st^hy^ 2.0 
7«iJ>i?i^;-^75 f 1.0 

■ #yy*t-|.60 3.0 

25 *9 J -JU 4 0 

x 7- 7 v jwy ju — ju 5.0 



s ) 



WO 96/04902 



PCT/JP9S/01S76 



5 .0 



10 



15 



25 



1 0 

V /P tf h - ^ 

-ffi — m * 



10.0 
0.01 

o . 1 
o . 1 

6 2?9 



* If 

( ■ iS ) 



10 0.0 



20 H «t 09 3 

" y f * 

(fiM% ) 



WO 96/04902 



PCT/JP9S/D1576 



1 1 



f ^ * j - n> 7 $ k 

S 5 ffi 

JB g * 



2 .0 

1 .0 
10.0 
3 0.0 

0 . 2 

O . 3 

4 6 ft 



10 



15 



20 



25 



" * 10 0.0 

(mm) 

* * j; -5 ir g £ L , * » r * * » fc . 



I tt 0? 4 

n - ^ 3 > jh 
( ® « ) 

^ D — V £ F-68 

* * P * > V > 

^ ^ >»t ^ ^ > 



( a a ss ) 

3 . 0 
2 . 0 

0 . 5 

1 . 0 

2 . 0 
5 .0 
0 . 5 
0.15 



WO 96/04902 



PCT/JP95/01576 



10 



15 



20 



25 



1 2 

— a — 82 * ft 5 R 

= 10 0.0 

( « ) 

^h^-yv* t2 ;^. tf - T 3 0 0 kg/ciiilT . 5@J5g 

n as m 5 
tk w m 



a ) 




( £ J 


t % ) 






3 


. 0 0 


V V > & t? # ; — 


T % K 


1 


. 0 0 




- ;u r ^ k 


1 


. 0 0 


# U V )V i — h 6 0 




3 


. 0 0 


ir * -/ - /!/ 




4 


. 0 0 


X T y /U T )V a - )V 




5 


. 0 0 


* 2 * )l Kr*;-^ 




5 


. 0 0 


X * «7 ^ > 




6 , 


. 0 0 


v ;i> tf h - ;i/ 




1 0 . 


0 0 




y - ^ 


0 . 


0 1 


^ ^ ;i/ > 




0 . 


1 0 


y n tr ;b a ^ »c > 




0 . 


1 0 



WO 96/04902 



PCT/JP9S/01576 



1 3 

» g Zfc 6 1 -79 

ft 10 0.0 

(fife) 

-1.80, yjn;).-*, ^fA;t5' , «>'iEffli«i7 5 , ci:lin»L 
f jpt Fa*->7-v-;i', tr^A-^^yfctfj? 5 °c -c- in fl£ 
- a a & ft * *o * o 



H ffi M 6 
15 «t * 91 



fig ) 


(£1 


t % ) 




3 


. 0 0 




4 


. 0 0 




5 


. 0 0 


>f v ^ n £ ;i/ r ;i/ n — ;i/ 


3 0 


. 0 0 




2 


. 0 0 




2 


. 0 0 


# w >f ;i> r ;v n - -n/ 


1 


. 0 0 


* ^ ^ > V > 


0 


. 5 0 


* 9- J* 5 ^ > 


0 


• 1 5 


^ o e ;b /t 9 > 


0 


. 5 0 



WO 9S/04902 



PCTOP95/01576 



1 4 

a B i 



5 1 J 

W 10 0.00 

( B a ) 



SI M 09 7 

' ( 

( ffl * ) 

t n * * :r n if ,i, ^ ^ n 
5 * y > & 57 i ^ , _ „, T , j. 

7U V\s > ^ y 3 _ 

*K fb r ^/ 5 - ^ ^ 

a s it 



1.00 
4.00 
2.00 
_ * 2.00 
2.0 0 
1.00 
10.00 
3 0.00 
0.20 
0.30 
4 7 5 



* * ioo.oo 



WO 96/04902 



PCT/JP9S/0I576 



1 0 



15 



20 



1 5 

( s a i 

M ffi 0i 8 

( m m ) 

* v r * v »m+ b V * 

*^*U~x±bVt/A 

a 5 b 
— a — s zfc 



) 

2 . 0 

2 . 0 

4 .0 
2 .0 
2 .0 



1 .0 
10.0 
3 0.0 
O . 2 
0 . 3 

4 4 ^ 

25 * * 10 °-° 

25 ( m m ) 



S? x 9 J - ^ 



WO 96/04902 



PCTOT95/01576 



1 6 

5 

tt r m i 

n — $/ 3 > JO 
1 tHttl: L t n - a >»SHR 

10 

it K 09 2 

tt * so 

15 b . 



it tt 09 3 

20 m 3 i: mtt t u -c /i y -?m * ns u & „ 



H tt 09 1 

tiiiB^«i09^«ttfittt09-c»fejafiesi4icT-3*Mia^jafij# 

25 6lO«fliitta*&t(D$£tt$Bii,fe, {(DtSS^ic 



WO 96/04902 



PCT/JP95/01576 



1 7 



m i 



5 



& fi m i 


£ « j 




» a * 


m Mi p 


J i ! 




® 


i ss as 


1 2 




© 




1 3 ' 




© 


m m ». 


] 4 1 




© 


m m # 


1 5 ! 




© 




1 6 




© 


m m & 


7 




© 


m tit 


1 8 

f- 




© j 


it « W 


i 1 ! 


X 




it 18 w 


i 2 : 


X 


(B£B&J: OteSWdi) ; 


it 8 fl 


3 ' 


X 


(«iSit«J: f5ea«fai) 



* ffFfifiSlp : 

10 f? <S5 S 

© : *§g<D*Jrffitt£<B«{>e>*lfta>- 3 £ e 

o : fcr*ct*aa>*FiB«sB8>&n*. 

A : ft 0 ISA CD*r Hi **B«> £ ft ■£ . 

x : #L^i®S£0«ftB**B«)€>tlfe o 



H K « 2 

B J$&0&&IRlK&K|ft : 

( l ) &&3iittl£lft 

ffiffi-tr^ (3ai©IIl 5 mm) £ J8 W> T , fS£aiif££at»L 
^» SIfttt, u-fe:r *'-fflI©$ ? i 7 n73L^-^^-h»;i^ACDiRSIS 



WO 96/04902 



PCT/JP95/01576 



1 8 

JSiCitifflSlfe. > 7 ;m , H»^3SVJt6!0!|3f SKI 

nistfjfc * n 7 * ■)- * ± k y*A<DjR«aa* < g / c m 2 ) 

* * 2 t^t, 



* 2 



10 





JS8I3j§S (p. g/cm 2 ) 




41$ IS 






HJS03 3© 
JS fi£ 1& 


4.8 


2 5.8 


9 2 


15 5.9 


it«0!l3OD 
& fig & 


0 . 2 


3 . 1 


8 .3 


2 0.4 



( 2 ) ^ ^ h OSS IRJRKK 
^ * * . ^ ©79 KOlTi5St5 c mx4cmofiicifc80!|3 

JUL, Jfil^©S?^07x^^^- h "J>>A(DiS4HP LCt-I^t 

o 

20 # £ 3i 3 i:*t„ 

a 3 





ifil ^ « ( « gr/m 1 ) 


2i© ia 


41$ 13 


8 b*ro 




Htti3© 

m a 


2.2 7 




4.29 


5.60 


6.46 


itR093£O 
& fig « 


0.10 


0.4 3 


0.4 7 


0.3 9 



WO 96/04902 



PCT/JP95/01576 



i g 



25 



WO 96/04902 



PCT/JP9S/01576 



2 0 

tt $ CD B I 

« £ i m e te © * m m m m « . 

^*^**aW*#JBl«XttSB23?fB«©*E81j£fig«lo 

15 

20 J5&«S£3£#*fcJiKfiJE*Li&T&.5M.y:raf 0 



25 



INTERNATIONAL SEARCH REPORT 




I Category* *~ 



Citation of document, with indication wbc^.n^ ~. 77 ' — 

^ere tppropnite, of the relevant passages 



■ » » » — i ucvdut passages 

upper left colunut dST',? 3 ' 6 5 to line 
left column, P^'s^hyt^tU *° ^ 

Claim, line 16, lower lill 

lower right coiumnT Jage" "S",* 0 * ine 10 > 
column to line 16, lower t'iJS \ 6 ' lower ieft 
(Family: none) ri9ht c °lumn, page 5 



Relevant to claim No. 



1 ~ 5 



1 - 5 



Q Further documents are listed ip c,,,,,,^ „ „ ,_, 

■ =.pc^^„ ofdtod<bam>t — U ^ patect family , n „ex. 

«P^itw.(a»«peeE^r^ **Mber caution or other «*P wbea the documci a takeo^JanT^ »«vph» M investm* 

-o- ^^^^^^^^^ -r- ^L^^-^^^^. 

doamm ' Ibe «ne 



Date ul me auuaJ unnptebon o< the international acre* 
October 5, 1995 (05. lo. 9S ) 



Name and mailing addnsa of the ISA/ 

Japanese Patent Office 
| Facsimil e No. 

r0m ^"™SA/210 (second .meet) (Ju^wST 



Date of mailing of the international Mreb 

October 31, 1995 (31. i 0 . 95 , 



Authorized officer 
Telephone No. 



SHitllli*? PCT/JP 95/01576 



A. »»<D»r5#IK>#« (SAMfJWMR (IPC) ) 



Int. CZ? 



A61 
A6 1 
A6 1 



3 1/1 9 5, 

4 7710, 
9/7 0 



A6 1K47/16, A61K47, 
,6 IK 9/0 8, A6 1K9/0 6, 



7/3 0. 



«*ff (BBBSWmH* (IPC) ) 

Int. C/* A61K31/195, 

t6 1 K4 7/1 0, 
6 1K9/7 0 



A 6 1K4 7/1 6, 
A 6 IK 9/0 8, 



■AetfWSf 30 ' 



CAS ONLINE 



SUB**© SWT* 



X JP, 6 2-22 8 0 27, A < SIzMfc^XafctfS^it ) . 1-5 
6. 10^. 19 8 7 ( 0 6. 1 0. 8 7 ), 

m i 6 fx-ss 6 M&±mm 1 9fr, S6 js;&t*b 

C ^ t $ 9-4L) 

X J P» 6 2-1 5 3 227. A ( SzMI:^I3fc*5£^tt ) , 1-5 

8. 73. 1 9 8 7 ( 08. 0 7. 8 7 ), 

»3I4T««i6ff-RI*Tl»10 



0 c«o**ic«*a?wsnTi»*. 



0 5. 10. 9 5 



B *H#iTfr (ISA/JP) 

fffl #^ I 0 0 



bi*9«ii&<d*&b 

31.10.95 



ft ■ tf — J ' LL ■ 

*B*^ 03-3581-1101 n* 3454 



tutpcr/i sa/2 i o an2-;->>> (1992^7^) 



